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—A, 

[fS*JS2 ] U;KV-AJlt h UX ( h Hndf ix^^ 

[ft^il4 ] V y:^-S&W3^Wmit^iifzi,cOT 

hmsm 1-3 v^#ii5&^-iiis«ioM#Mu 4-°v- 
)U) T^y^^ymi^^tiibi^tii^:itt:mitt^ 

Am^x/v y:(;~m&M<^\'^-ftiht/^m^mt^tix 

[ft^JIS ] 1 -7 V^-fix*— JBlSmc7)>J ;Ky 

[0001] 

A t^^ u dty ~A^jtcM-t§ , 

[0002] 

[|^*ioS«] *ffilcoia^-fyT^I8i»& (NN I ) 
MeMii^fflv^st>-ri.^ti^g^)iBi^xxA (D 

DS : H7>/^rUAiJ-i^XxA) j Sr^lf:^, 0:!is: 

oig-^f4^i*i^^co-fyx^yoi;- • nnm^ 
mMx%. mmMb lx ^mm.mm'hi^:^Tj^ • n 

-J t^h'o. ^<D5^mc^mn^sm<^i-obLx 

mmmmcom^'^-xmiLj mifhKx\>^t. -n. 

xa 0 . mmti:xtmmThhmmm^T>T) s(mmf 



(m^mmm\Am^z i o^m&s;ti.fciPS!i§iiT 

\.zi5\^xi>mmtix\>^h. 
[0003] ^p^«o?&i^m{i. mw#S<7)^fi<jg|5 

^zim LxLto:ibx%h. %'^x. mm^mip 

tt£:m\i.T-\^x'h ^Wj:h^mm>t^ixx\^t. 
[ 0 0 0 4 ] ft«<7)^~^r'^ ^ y^^mmz-f 
uzisb\>z^ mmm9~'f'f^y^'mi>m^^fix\^h. 

T^yymxhhtiK mmHzt5^^x\^^tfd^f^^titz 
hcom< ^m<7)mifi±\^zmw^tlx\^^ h<Dxh 

im±. U*fy-Aliffl±tU;&'yKS:IS-&§-^. 

um^^h i i -7 T . mmmz^-y^ 4 y^'m 
w^z^^hi5mx%i>. zcommm-^T^ymx 
(Dmmt^j:mMm±i>z:^^t v^r^-(n u y 

Hi:LT(S. tJiE. Sift. ^rf-K. MIil«^ga« 

[ 0 0 0 5 ] ^mmbtuh^mmw^^L 
\.z^m-hv^-r^~}:.\.x<r)^v9^y. s^/i^-y 

M) \z-)\^x(m%\^'^Lx%fz:Lbf,-io. m.mi- 

mm^-fh^im L».^D D s y ijy F fc LTa@ § 
i\X%X\^h ((SYamazaki, N., Kojima, S., Bovin, 
N.V., Andre, S. , Gabius, S. and Gabius, H.-J. (200 
0) Adv. Drug Delivery Rev. ^, 225-244. ©Yamazak 
i. N.. Jigami. Y., Gabius, H.-J., Kojima, S (2001) 
Trends in Glycoscience and Glycotechnology 13, 31 
9-329. http: //wwf). gale, co. jp/TIGG/TlPDF/yamazaki . pd 
f ) . 

[0006] 5'I-JlW;rU;i/y F^M-^UcU^-Ky-A 

tov yx . Wi bff^wmmzm^mzmm'mm- 
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Forssen, E. and Willis, M. (1998) Adv. Drug Delive 
ry Rev. ^. 249-271. ©iSffillii • 69^(1999). ^ 
BODDS • ^tljiSvX-r-ts. 159-167H. gmi^'-Y 

^il/i>^0atgllMi{i^#:5'h (in vitro) liZX^hhCO 

i^C7)ff^{i{5fc^^■3t^T••l^:5^l\ (©DePrees, S.A., 
Phillips, L. , Guo, L. and Zalipsky. S. (1996) J. 
Am. Chem. Soc. 118, 6101-6104. ©Spevak, W., Foxa 
11, C, Charych, D.H.. Dasqupta, F. and Nagy, J.O. 

(1996) J. Med. Chem. 39, 1018-1020. ®Stahn,R. , 
Schafer, H. , Kernchen, F. and Schreiber, J. (1998) 
Glycobiology 8,311-319. ©Yamazaki, N., Jigaini, 
Y.. Gabius, H.-J., Kojima, S (2001) Trends in Glyc 
oscience and Glycotechnology 13^, 319-329. http://M 
WW. gak.co.jp/TIGG/71PDF/yamazaki. pdf ) „ Lt^/^^'-o 

y~Mz-:>\^x<r>mmmb^Wif^mm'{in vivo) mm 
t:^ibfzimmm?iii. ^titxm^x'^m<^mm 
mMmiximwsmxh h . 

[0007] 

{mmumm^m \znLxmmmj:m^'m.t:^-th 

mmmwi Lxmmhh^^\m\iF?-^mmmzm& 

[0008] 

mmi^zm^^^mmtsxt/ u y:^-m&mz-:>\,^xm 
^mm. mi^Mt. mmmmi^zx 'o^mm^<^m 
m^mmi^zmmx-^ h^t . u ir^v-s^mma 

i,zmh u ^r^v-M.m'ijR^^hi^zm^Lm. mz 
i mmhh\>^^tm^^wmmu. m^^zmm^izm 

m^h^b i^\>^flL. if^%m^^^-th{z-S.-yfz%> 
(7)Xhl. -t^^hib^mmii. lli.T^ ( 1 ) - (8 ) t 

mtih(^x-hi>. 

( 1 ) mmt< U y:0-®H«^:fr LT 'J ij^V-AHtc: 

m^-^tix\>^hi></)xh^x . mmtK /mxxszm 
syHSM. 6' -i^T'))v^9v-^^y^mmj-i^'m,i 



( 2 ) U*i'y-i^Mte b UX ( h b-n^i^^f-zl-) 75 

/}<'^y-km^LWzi:,<Dxhhm. ( i ) fciESo 

( 3 ) U yX7-Me«*^'t hJDl^f T/i-ys y^/iti:'^ 
i^jM»r;i'7'5y-CS).&. ±fB ( l ) tfzli ( 2 ) (cfs 

( 4 ) U >';^-Sa«5&^mtt'fIi$ti^ t i^T'S) l.± 

la ( 1 ) ~ ( 3 ) i^t-'iJiA^-t^iaacTjiiiiffiipu^fy- 
A. 

( 5 ) u.-Ky-AMtc h y;^ ( fc Yu^y^i-iV) T 
5 y ^ yj&^lS^-it ti6 t:>ixtz ^ i: ^ita^ -ri. u ^y 

-A 

( 5 ) u r^v-m\.zimm yii~m.mt:i^ lt 

(7) uy;5?-sa«^^tTU*°y-AK 
J; >J y ^ -S e K« I ^-Tii i *i-^7j<tt'fl: $ fiT v ^ § ^ 

h &!trftih-ri>^iHit!iiU*°y-A. 

( 8 ) ±iB ( 1) - ( 7 ) \^-ffiti^{zim.mTr^y~ 
Mzmm^nxLfz u *.°y-AMfiJo 

[0009] 

mm'} t°y-A{i:. ^ 1 lltc.T^$ix|, J; ^ 

^commt^j:hibmmm<>zmmtiK b hjt»T;ix7-5y 

fiL. ^i~4iatt3v^T(i. Mi!-®a«(S'j4^y- 
An l•oL*^^^L•n^^v^:l^^i5m$^lTv^l,*^^ ^ 
ii-^ii imsm^^nbx) lim^mx^i-^x. mm^z 
tt. y yx?-Sfi«{±u*^y-A^ffl(3«s-^ 

LTV^I>. MMiiLTii. m(f. mimi>zir.^ix;i>Ji 
>f XXSHM^ (Gal. beta. l-4(Fuc. alpha. 1-3) GlcNA 
c). ^2mi>Z^^tl^:^TVJV)U^ XXmmmm (Neu5 
Ac. alpha. 2-3 Gal. beta. 1-4 (Fuc. alpha. 1-3) GlcNAc) . 

msmi/z^^ixis' -yrvju^i^^h-^iyEMm 

(Neu5Ac. alpha. 2-3 Gal.beta.l-4GlcNAc) . HXV^m 
4iliC^§ill>6' -yrUJly^ h-^^yE.mm (Neu5 
Ac.alpha.2-6Gal.beta.l-4GlcNAc ):^mf^ix. 'Jy 

:fi~smtLxit. mm. hhmrjuy^y (h 

S A ) , i^mr)}^-/ 5 y ( B S A ) ^C0il*^<7)it?f 

T)iy'^yiimf^irht<. mzh hm7)vy^y^ 

mm-thM^ii. ^mmzm^Wim^mv^^tf^ 

'?^Mz-D^^X<7)^^zX ^')m:b^isbi^h.X^^l. 

[0010] *5iBJ«ou*.°y-A^«-ri.ii«t IX 
{±. mm. ytxyri-i^jv-n^^ym. ytxvr^ 
>>;l^x^y-;l^rsy^. 7*X7r^>-y^^. ;i!fy 
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5 UX h^;l^7;j-X7rf-i>>x^y— ;i'r$y. 

X7r^i»M^^LT{i. i^'5UXb-f;U7^X7r 
f-i^>i§. i>V\71/5 b-f;l/7:rX7T^v>ig. i^'x^^ 

ro-f;W7^;^7rf-i^y®. 'J-ti-ivv y^tiK 

i/'J:ti^h'GDla, ;y>'i/U3j->' h'GT 1 b^3&^ If 

7SF\ 7:5' hi^;l^-fe7 5 7:t;?>7T^H\ ^"'n^^' 
l/Ym-hK 7 3r;^7r^v;l/^'"'U-fea-;i/Mfc LTJi. 

5 U ;^ b ^ ;l/7 :r :^ 7 T f - vVl/^^'" 'J -fe n— i^v wi- 
S h'f;l'7^;^7rf-i>Vl/i?"U-fen-;l/, i>'xf-Ta-f 
;W7 ^ X7 r f-i^i^'U -fen-;t^*i|!Ti tv\ 
[0011] *5&B^t*5V^TfiOT-t^ U^y-A{i, 51 

[0 012] U;KV-i.g#;!i;. Jl»i^:^^tt^^V^M5t 

x^ 7 . ffibK-S^S^^"&#{f ^ ^ i: 

[ 0 0 1 3 ] ^WWtS. x^;j!. h;P-i/3 y 
a. 7^y^ri/v!.}£. Tfv^i^-t^^r'-^ay-s^^ffl 

f-p— yt/, 7:t;^7rf-i^>x^y— ;l^r5yM. 7:t 

X7 r ^i^'y®^. ^j/y/'j :t>' ¥mt tdmmnmt 

[0 0 14] iiOi^tt. 7:rX7rf->'>x:?y-;WT 
S y^^lE^Ji^^tt^k^JSSgPfiii: LT . ;(f y^^U :ti^ 
K^ii Jt{i:«W^t ^^{47 ^ X 7 r ^ 'J)i^if U -fe n- 

(DTh I. „ ^ LT . .lilt: J; Dft'^ixl.M-^S -fe/l/tO|5S 

X . U *^y-AM«0!i«7 :r X7 r ^ J^VI/X:? y-;wr 
5 yJi(ci;?fiffl^o 2fffi^h h y X { t Kn^i^^ f- 

[0015] 'J*.°y-A£7)i|7j<Mi:. ^ea^^cT):^ 
mtll. ;K';xf-^yi?'U3-;K ''KUt-;wr;l^ 

myk-?u-( ym^-^m^m^^i>zii dm 

^^-lir/iU yfliW^fflv^T U ;Ky-A^#fi!t^^:^& 
(^tlB20 0 10-30 2686-§-) ^^fflV^^Cl i:*^" 



T5yp<^y^ffl».^T'JjKy-A^M^^7]< 

[00 1 6] *^0jc7)hux (t Hn^i/;'<^;P) TS 
yp<:5'y^ffl».^|.#^{i. *.°Uxf-l/y^-U 

coxu. h'jx (bKa^sf^-^^/w) rsy;<^y{ifg 
^I'&mxh h U x^ V yy y n -yt^^Sr 

}£m^mm.^m\^hi5mizit^x . mm^zn-th 
±wmt^j:^\,z<<wmmmmm}L(r)\y^^y (« 
mmmm ) t i s nMwisitRjiEcoii^f ^^tf ^ 

[0017] ±fz. ■^^m\,zi:h')-r^V-MiWM7U\L 

mmk\,zii\^x UMm^'^mm.^. %^mmmi- 

T-UjKy-AMmLTfiiffl-ri.:^^i6tcifiiLV^. 
[00 18] hUx (bHa^i^^f-;!^) r^y^^'y 

^fflv^TU*?y-Aaffi^ii7Ktt'fb-t-i.tc:{4. mmi^ 

5 'Jxh-f;W7*X7r^S/';ux^'y-yur5y. 
;l/5 \-A)Vyitxyri'-J)Vx.^y~)VT^y. i/Xr 
Tn^;P7;rX7rf - i^';l/x^ y -)V7 S ym<^mm 

m\^x. '^m.zi: m%tz')^^v-mm<z\Lxx)vyt 

X ^ i/ri S f:;UX^5 - b . i/'X i/r: 5 ^)V^)V^ v 
-Y. i>"^:tt:'xx^i^-5^';l^rnb^^^-h. i^'x 

5f-Vl/X<7— 3,3'-i^-f:tt:'XX;l/7^X 

i/ - 5 f^';l/7°n ^s- h , 1/ y u 3 fx 
j?.:?i/-$f:;uxi5'i^:^-b. x^py^/U 3-;Ph'X 

x/i/7 ^ X v-r: 5 f-';px ^iy^^-Ym<r)2 mmMt 
xKm^hz.h\,zk'o. 'j^°y-Ai±coi>VNVP5 b 
-f ;k7 ^ X 7 T ^ >>';px^ y -;wr S ym<DmMlz 2 ft 
l^^&S-^^-yr. j^i^T-bUx (hba^i^y^;w) r 
syy^y^. iI2iils^co-:^c^^^#i:SJE5§it^ 
y;Ky-A^MfcbUX (hb'n^i^^f- 

)U) rsyy^ySr^-^Libi.. 

[0019] 2(s:||BB=t3V^T{4. U.-Ky-At. $ /i> 
t;:. MM^Uy;ir-®a«»^LT^^$-li:I.A^\ -icO 
^SfctT{4. i-f. U4-°y-A^. NaI04. Pb 

(02 CCH3 )4 . N aB i 03 m<^mi\:mxmM.L 
X . u --Ky-A wz^?4t-i.;$?y^- u b mit 

L. iXV^t-. NaBHs CN. N aBH4 ^Ogj^Srffl 

i-b^. jlTcWrsy-fl^KJiEt^iOliS-lrS-iirS. CcoU 

'J y;(?-gH«ict ¥u^i^m^:^-t^it^mm^^ 

■tli^K mm. }zxxivyis-y.^i^~$.^ivxKy~ 
b. -Jx-^ i^-^i^fi^i^ii^^u-h . i^'^^txx^^i/ 

r:5f=/L'7°nb°:t^— b . 'JX^ i^-^^Ji'X.Ky- 
b . 3,3'-i^'f-:t t'XX;l/7 :«-X:^' i^X 5f-';1^7°a t°:t 
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/l^x^'i^-t— h^c02jBMm^fflV^-C. h'J>?. (tHn 
[0020] Ilix^Mim^zm^^ t . t-f. U y:^- 

fLyi^ii2fli|S^O-g|5^«Ofl!li7)*KJiE5i5iSi: Sr^-^-r 

[002 1] mz. ::<7)X 0 izLx^^timmm^v 
t°v-mm±m m<7)mm^zmmmM-^ tr v v ^* 

«S-^Lrv^l. 2 WMli^O*RJiG*S^i: b uy. ( t Fo 
-A^ffl^«|7j<ttfl:^|> ^1 i: i u .-KV-A 

[0022] vt'v-i^mmtoix/u yti-wm.<m 

ixh ^uzi.->x. ^m^o^^'fi-if. ^mm^z^ 
mmmmcoui^i-y mm^mmm) izxmm^ 

titbit tciSH-ri. iy<Dt.^.!btl^ . 
[0023] *^HJfcfcV^T{4. Mii{4. Urf^y-AJi 

m-hmmcoMTv-^^t:. nu^ Hcog . nhj co 
ON H4 ^iory^-'^AJg^fflv ^Ti?""u 3 i^/ursy 

-fiiL. iKv^T\ b-xy,;W7*y.y v-Sf^'/l^XK^— 

b . 3, 3' -i^W fxxyl^y .J- X - 5 f^;urn t°:t 
h , xf - b y i?- U 3 f;^;^ y i^::: 5 f-VPX y 
b , xf - 1/ >- y U 3 fysX;l/ 7*yyi/-5-f-" 
/i^yy h^c7)2ffl^m^fflv^T . U*.°y-AM® 
±t^s-^ L/i u y;^ -^ia« . ±iBy u 3 v-zur s y 

[0024] i¥-wm.ii\^x\t. m^thmm<mm: 

rsii4^sij«-r-i.^i:3!)^-t-i:i>, f^ji«\ mtmizmh 

i^ry;t';MxxSHSM. 3' -^-ru/i^^ 
yh-9-syH^M. 6' -^ru/t-^y h-tsyzsMiT) 



4acO^'{iSiiU^y~A(LX. SLX. BSLN. 6SLN)(4. 

;(fy«. m^i<zn\^x^mi\z^mAm^^t\ 
i^r^iivivA xmmmwm%'}if^v~h. (slx) a. 
^t(cyyyN°fis. is. ffii. wm-. 3' -i^ruyp^y 

yHUMfiSP U'-Ky-A (3SLN) {i:;5>II^. 

ss. jflitt^t. 6" -xTUA'^yb-tsyH^wj 

.-Ky-A(6SLN){i:. Jii. jfilif(C^-tl.*il^ft*^'^iim 
[0025] L/Sj&^'oT. 3is:^BJ(7)U;Ky-At. j&ffi 

Mzi.-^x^^i>Khw/-j>m\\t. :ffy^m. ^ 

m^izj:imticommhiu±immm. mmi^zm-i 
mmcoM 0 'ji^comHzxmiim<^mm<m^mix^ 

h<DXhi>. 

[0026] 'J t'v-A^wmmPK^h ictt. jii^B 

:r y 7 T f - U y 7 y. 7 r f - i^Vux y -/i/ 

T 5 ym<7)mmm\'^x u ^y-Atrj^it-ri. <r t i,zx 

0. lif<J^{i:UiKy-A|*iti*ASii^, filT. 
[0027] 

mmmi} ud^y-A^^isM 

U;Ky-A«Efll^7)^}£ (Vamazaki, N., Kodama, M. a 
nd Gabius, H.-J. (1994) Methods Enzymol. 242, 56-6 

5) iz^y). ?s.0:m^~mmxmm\>^xmmLfz, 

■t^*>*>. i^yNVl'S b-^;W7^X7r-^i>VV'3'jy. 3 
PXrn— ;K >''-lr-f-;P7*X7x-h. ;4ryy'U:ti/ 
F Ri;:^ AVt- 5 b ;U 7 ^ X 7 r f - y^Px y y -;WT 5 
y^=tJUitX-^tl^iX35 : 40 : 5 : 15 : 5cO|iJ^c^-^ltI§ 
«ft45.6mgtn-;Ht:^ b U '>A&46.9rag^JnL. y a 
o;f^;l/A/y y y-;l.v»raU:?ifif LfCo iiOl^M^ 

'smmtz. ^htitzm'm^ikvMmm (ph 8.4) 3m 

/i» 5-fe;I^^SM^PM10M (Amicon Co.,USA) 

t PBS WS(PH 7. 2) ^fflv^/;:|5S^'|.r3it3*»tt%- U --i^ 

y-A (^i^lifllOOnin) lOmlSrPML/vTo 
[0028] 

[^i5ij2] 'j*fy-Ait«M®±oM7j<tt«a 

mmm i -cii^ t/:: u -r^v-mmim ^mmm (Ami 

con Co., US A) tCBS^M(pH 8.5) 
*Ht^fM<7)pH^8.5t3L/S« JXfc. ^liM^bis(sulfosu 
ccinimidyl)subei-ate (BS^; Pierce Co. .USA) 10ml $:jp 

LT U ;Ky - AM±cofliMi>V WW 5 h ;U7 ^ X 7 T f- 

1. ^xy y-;ur 5 yfcBS3 fccTj-fkm-^KJiS^^fSL 

^LT. ^iO'J*fy-A?l^XM300Jl^:CBSM«^(p 
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H s.5)xwmmzt>i,m, mz. cbs^#m(ph 8.5)1 

ml l/ZM'^" L/Stri s (hydroxymethyl ) ami nomethane 40mg Sr 

-limnix V7t°v-m±mm^z^i^iti&s^ ttri 

s (hydroxymethyl ) aminomettane t <7)it^^'^K^^ ^ 

7 * X 7 r f-v';l/X:? y — /PT $ >'±tCtris(hydroxyine 
thy 1 ) ami noraethaneCO^^^JUfii LXmimt^tl 

[00 29] 

(HSA) CO^^ 

(Yamazaki, N.. Kodama, M. and Gabius, 
H.-J. (1994) MethodsEnzyraol. 242, 56-65) l,Zi.^^ 

- Al®±t:i^*-ri. ;5?>i^'" U ^ V H' ^Iml iOTAPS 

M«M(pH ^.mzmti^Lfz^ r^B^mwtv^) ^^-u^ 
f^. xummtrnmrnmipn s.oyxm^pmtt^ibi/z 

X D mit^i^fz U t° V -AlOral ^Wz , ^cov t'V -A. 
?tt . 20mgiO t h Jfll?f r;l/7- 5 y (HSA) ^iPl T25'CT-2 
ftffgljtJ^L. <^t3PBS(pH 8.0)fc2M NaBHsCN lOO/xlSrjD 
;t-C10'C-C-HM#L-C U .i^y-AJiCO;>!f y^/U :t h' 
i:HSAi:c7);&<yrUi^/S:jiBT'HSA^M-^L:^. ^LT. 
XM300MfcCBSg«JS(pH S.5)Xm[-Pmbtim. HSA 

U - Af^lOml ^nti , 
[0030] 

[^m ] U;Ky-AJlffiig^t Mfiim 7/1-:/$ y 

( HSA ) ±.-^<7)M X XMHM^iOig-^ 
;l/-f X XSHMil (Calbiochera Co. . USA) 50A«g^0. 25gO 
NH4HCO3 ^:m:h-Lrz0.5ml7mimzMx. . ST'CTSaral^ 
JN^t:^cm. QA5MB(0y ^ /V^-X-rMLXmm(Dm7€ 

3 i^;PT 5 y^t^m^Msmtz, mz^ (mmms ) 

X%fz Udf y-Avl£7)-gP^lmUCgHSg^,3' -dithi 
obis(sulfosuccinimidyl propionate (DTSSP; Pierce C 

0. , USA) MMixTsv-ximm. m^^xTcx-^!m 

L. XM300^fcCBS»g(pH 8.5)T»r3!itTDTSSP 
3&^'U *.°y-A±^HSAt:|g-^tfc U ;Ky-i:.lml^#;t. 
mz . ^ CT) U 4? y -i.?g{c±IBc7)/i.^ XMZffi#:^7)^^ 

u 3 5/;uT 5 yit-^moug^mtx. 25x:x2mmim 

^<7)ft7rf-H^#L. XM300JlhPBSg«?g(pH 

7.2)xm9\-'mix u*°y-i.Mffiis-^t Miff r/py 
5 y±cODTSSPt:;l^^ X xmEMmcDts-^in^tz. ^ 
com^. mix^^^tii>}v^ xxmEMmthhrnmr 
;P7'$ yt ^j7tiv-Atim^LfzV7iiv-j^ imw : 

LX ) 2ml (efliM*2mg. E^a»200Atg. ^i^S 

mOOnm) timwz. 

[0031] 



immm5 ] u ^^y-Aji^-^h mi»t;w7'$ 
( HSA ) ±^<^i^T u Ji'ji-i X xmmmmi^m^ 

i/Ty;P;l^-f XXSHHIKCalbiochem Co. ,USA)50x^g 
^0. 25giONH4 HCO3 ^mt^ Lfz0.5ml7mmzMl. 3TC 

xsEmmnuzm. oASjumcoy ^ ji^-x-rmixm 
m<7)m7m^<r)7^yi\:Km^^mLxi^T u;w;m x 
xmmmm<7)^ u 3 v/i^r s y<t-^50juLgmfz « 

(Iltfif!l3) T'^f/^U4-°y-A^S^^--a5^^1mU^§a 
i®IS^3,3' -dithiobis(sulfosuccinimidyl propionate 
(DTSSP;Pierce Co. ,USA)lmg^JP;tT25''CT-2B$PBl. U 
UXTCX-mmL. XH300Jli:CBSSi«?g(pH 8.5)T' 
H^l-rji LTDTSSP3&* U ^y - A±c7)HSA tc:^-^ t /I: U 

.-Ky-Aiffli^f#/s. mz. ;imrt(v-Mmz±mco 
i^r u ;i';i/-f xmrnmrncoi^' u 3 i^^i^r 5 yit-^mo 
ug^Mix. 29cx2mmmwL. ^comi-cx-im 

if L . XmOOmt PBS^«S(pH 7.2) TWI-rii LX U 
y - AMMIg-^ b h Mif T;P7"" S yicODTSSPt T U 

;wM;^XM0M0<?)iS-^^fi=-^/i, I12f 
^^tihi^7U)U)u^ xxmmmmthhmrjuy^ 

ybU^V--Ut-m^UzV:iiV~J^ mW: SLX 
) 2nil (ltli«M2mg. «gSaa200/xg. Wfe^lOOn 

m) m^^iltz. 
[0032] 

[|litM6 ] UjKy-Aiis^-^h MflL«T;wy 5 y 

(HSA) ±^C03' -i^TU;l/7i^h^f5yHIIMcO?^^ 
3' -S/TU/1^7^ h^fSyHliiKSeikagakukogyou C 
0. , Japan) 50^tg^0.25gcONH4 HCO3 Srjt*^L/t0.5ml7jQf 
^fcJPi.. 37r-C3BPBlMffL7t:m. 0.45;uraO7^;P^ 

3' -i^T U rJ' 5 yHMiiiO:/U 3 i^;WT 5 yit 

-kmsoxxgrntz. mz. mmms) xwzv^v- 
M.'im-munzmmmm3,3' -dithiobis(suifosucc 

inimidyl propionate (DTSSP; Pierce Co. ,USA)lfflgS:Jn 
tX25'CX2mm. m^^XTCX—imnt. XM300M^:C 
BSmmm (PH 8. 5) XfmrM LT DTSSP;^^- U ;Ky - A± 

^7)HSA^c:^u^UiKy-Alml^^#f^, mz. 

U 3 i^;WT 5 y-fk-^50;(/g^ JnlT . 25°CT'2B#PHlji# 
L. ^<7)f^rCT— BfeJitfL. XM300ffifcPBS»M(pH 
7. 2) TWl-rii LT y .-Ky - AMffi^-^ t h Jfllff T;l^7' 

5 >'±coDTsspfc3' -S/T y 5 yz»'cois 

^h-^^yth hm7}\^y ^ytv ^y-i. t m-^ 

L/SUt°y-i>. (BtS^: 3SLN ) 2ml (II!i«»2ffl 
g. IIMeft200/ig. TWIlOOnm) 
[0033] 

mmmi ] u ^Ky-AUffi^-^t Mdff r/wy 5 y 
(HSA) ±^,(06' -i/TU;W7i?h-9-5yz«'«^M-^ 

6' -i^TU;l-^i?h-if SyHMM(Seikagakukogyou C 
o. .Japan) 50 Atg^0.25gi?)NH4HC03 ^mi}^Ltz0.5ml7m 
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6' -iyr'))Vv9 ^^f s yE.mmc^fv zn^ivr^y^t 
^mous^ntz. mz. mmmsxwzu^'v-Am. 

<5D— ilTMinl l,zmMMMS,3' -dithiobis (sulfosucciniin 
idyl propionate (DTSSP; Pierce Co. ,USA)ling^jDi.T 

2^cx'mm. m^^xTcx'-smnt. moomtcssm 

mmpu 8. 5)Xm^h^FMLXmsSP^<V^V-A±.mSk 
i^JUT S y'ft-^m^uS^MlX . 25'C-C'21t^j§if L. 

Wik7°cx'~mmnL. xmoomtp^smmmip^ 1.2) 
xmn-pm LX u -it V -A^fflis^b h Mmrjvy 5 y 

±C0DTSSP^36' -^T U ^ h^f 5 ^Hfill^OlS-^^ 

>J.t°y-i. (Bli-v: 6SLN ) 2nil (|fjg«*2mg. ^ 
Sei:200;ug. Ti^milOOnm) 3&i#^il/i. 
[0034] 

C^lfiMS 3 U;Ky-A)iffi^-^h hifiL»T;l^:/$ y 

(HSA ) ±^(7)tris(hydroxyraethyl )aininomethane<:OlS-^ 

mmmt LX(7)')t'v-M.^mm't^fz^^z. mmm 

3 X-%fz V /-KV - A^Sc^-gp^Mml fc^5lS^3. 3' -dit 
hiobis(suIfosuccininiidyl propionate (DTSSP; Pierce 
Co. ,USA>lingS:jDi.r2rcT'2B#PBl. m^^xTcx'—mm 
nt. XM300MfcCBSM»M(pH S.5)TWr7itTDTSS 
P36^"U*°y-A±iDHSA(CjS-^ L/S Ui^°V-Alml 

HKIiZ^ .r<7)U*.°y-A|Itz:tris(hydroxymethyl)ami 
no]nethane(Wako Co. .Japan) 13nig^Jn;tT. Zd'CX-Z^m 

mwL. WikTCT-mmnb. mmmtp^swmm 

(pH 7. 2) TWr jii LT U ;Ky-A)lM^-^b h!kmT 
;P7"'5 y±ODTSSPt:tris(hydroxyraethyl)aminomethane 
iOM-^S:^f-p^C« ^cOgm. [l5T-^^§ilStris(hydrox 
ymethyi)aniinoiiiethanei: t hMMT^Uy" i.yt Vt'V— 

j^tmi-^tfzitmmmt Lxc^u-t-y-i. {^w^-.t 

R I S ) 2inl (^SiSi2iiig. ^Ma*200xig. 
mOOnm) 7&i#/i>il/:!« 
[0035] 



(HSA) ±.<DmyKmmm 

mmm4 - ? izt5\^xmm-^ixrzAmm(^mmm^ i 

fz U *°y-A tov^T . ^ix^'ixm^ tmTcO^Jilc j: 

0 u^y-A±c7)HSA mmmmi^ymmmm^n-j 

?t. 4S<7)^-^-^y;}fy-A2ffllfc. JSIJ^t. tris(hy 
droxyiuethyDaminomethane 13iiig^Jllx.T. 25°CT-2B# 
PhI fiOftrCT— B,%}iffLfcft. XM300Jl^PBS^ffi?g 

(pH 7.2)xm^m§i^Km^im^tx. mmmx 
hhmmmm^ixfzimmmmm^ v 

^f^im^: LX. SLX, 3SLN. 6SLN) Sr 
#2ml^#!t« 
[0036] 

mmA'-'m^^jsmmm^xmmx.tzAwmm^ 

U ^-y -Alt-^<7)i nvi troTOV f - ^M-^vSttJi . 
^^(Yamazaki,N.(1999) Drug Delivery System, 14, 4 
98-505) tCf^V ^ nr 1/- h ^fflU 
:tPI»^®^TWL/S. -r^t)^. Ix^f-yCE-selecti 
n; R&;D Systems Co. ,USA)S:96;m:v^ ^^D?"!-— hfcgl 

fcfci^::. «iiKOM^I.#Si?)^^B^U3ify-A1S^ 
* (S'SWitLT. 0.01/zg. 0.04/xg. 0.11//g. 0.3 

3/xg. l//g) SrSni.. 4°Ct-2B#PHl-f ^^=5fi'<^-htfc, 
PBS(pH 7.2)T■3Il]^5t^f t^cf^. horseradish peroxidase 
(HRPO)^-^;?. h 1/7- h TfV>^»L. § ^fc4-C-Cl 
B#P^-< jL'^-h. PBS(pH 7.2)T'3@gfe^L, ^/P^ 
^l^-f-^^^WmLXm^X^mm.. 405nm<7)®3^^g 
lrV-f^?n7'Why~:J' -(Molecular Devices Cor 
p. .USA)-C«Lfc. 73i^;Ht7x^A^ ycOfjTI^ 
y'fWi. sulfo-NHS-biotin reagent (Pierce Co.,USA)M 
Wk. Centricon-30(Amicon Co. ,USA)fcJ; Offi^LJt, 
HRPO|g-^X 7° brtWJi. HRPOiO^^litNaBHaCN 

[^1] 









0.01 ft g 


0.04 p g 


0.11 ;i g 


0.33;. g 


1 ;j g 


LX 


0.199 




0.195 


0.195 


0.129 




0.105 


O.lOO 


0.100 


0.084 


0.073 


3SLN 


0.17S 


0.1 S8 


0.J44 




0.095 


6SLN 




0.245 


0.233 


0.200 


0.151 



[0037] 

mtm 1 1 ] n 7 5 yimizi, h^mmmm^ u 
y-Ac7)i25is-^ 

:709 5yT (Wako Pure Chemical Co.. Japan) ?§MM 
l>'tCZ:ffl?l^-^M;'>A^§?l^^:Jl^'il3nig/inl Mli^'tS 
mg/ml ^^l>J;3t3ffl*PMt-Cffll^3t. (^Ji^J 



4) (»IW9) t;J;'9iillL;t4St7«1S-^U 
;Ky — AMlX fctr i s (hydroxymethy 1 ) ami nomethanelg-^ 

il. gE>'^ri2Si-NaI (NEN Life Science Product, Inc.U 
SA) 5:15/^1. ^a7S>mi^l0^tl jDt^jSS-li: 
^%Mz9uv^y\\wmp.\-kML. ^<rm\^ 



!(8) 003-226638 (P2003-P*^ii 



^2 mmmbfzms wmzmtmtLx-mmi- 

hU'>A100//l int. Rm^W±^'^ti, mz. Sepha 
dex G-50 (Phraraacia Biotech. Sweden) :^yJ>.^U'7h 

±i>zm^. PBS Tmm. mmmmmLfz. mmi^z. # 
mm-vt°v~2^m-^mmxiLxitmn. u x lo^ Bq/ 
mg protein) ^mmix5mm(r)'^Hmmv^v-Am 

[0038] 

Ehrlich ascites tumor (EAT) BM (l«}2X107 ffl) S: 

aiisddY vn^x (7 iifi^) ^mm^T^z^mL. mmm 

ii^03-0.6glzm^ (6-8 Bft) Lfzi>cr>^:^mmi,zm^^ 

ti. (^teMi 1 ) ^zx^'^Hmmi 

;^4ffiC0MMMt^ ttr i s (hydroxyraethy 1 ) ami nomethaneSn 

m-^i:=5rl.<J:at;:TOi^t3)±Af^#L. 60 ^mzim 

ism. ffFH. i^ii. m. mmm. m^Tymmcom 

(Aloka ARC 300) Xmm^fz. 'SrtJ. 

mm%-^mt. \kH-^imw.zm-h^,^\% i^t 

DcoMttlicOfiJ-^ (%S^S/gffl^ ) XWah\.fz, ^ 
cOJISSSr 06—11 1 3tS^1-. 
[0039] 

[^B^iO^*] iiB^SS^iil 3t=S^L/:!j:afc. ;Mx 
xMZiiil'i: h h jfiim r;W7' 5 y ( y yx?- ) ^ 'J *.°y 

h hjflim T;W7'$ y ( 'J y;J?-) i: U*'y-Ah*i" 

a: t vMmrjv^ 5 y ( ) u jKv-a t 

^U^U;Ky-i.. 6' -v-ru;i^7^N-9-$yH^i!^ 
b MnL»T;l-7'S y ( U y;^-) i: 'J^y-Afc:&^fa^ 

mmthMz^-iX. %^.(r>m.\,z^\^xw/~ 



■ri. <r i: •b^x:^ . Z.hMm-5< ^^coav^^ffiffiH^ « t 

Is. iJiffiffi^. uy^N°si5) ^i7)^-^r^y^«^D 

D mm^z¥iH--fh^hifiX% h Z.t'bm^t-ht^'^ 
tz. c: J; d . :^mmz i: 0 . ■ ^^:5^»tct3 
V^T»T*ffl=5r. Mfi<J*lr6ltt^SiJPt#?.U;Ky-A 

[Hffi^ofeim^iM] 

[HI ] {i;M;^XMH«-^l§^UcU4fy-Aco^ 

[02] i^TU;w;Mxxseg^i^'^M-^t/£U5Ky- 

[03] {i3' -i^rVJly^V^^yEMmm-^Lti 

u ,-Ky-Aio^^0-c-$) I. o 

[04] (46' -^ru;P7^h-9-syHM^^is^L^ 

U*.'y-Ai7):l5(;[liT-^|,, 

[05] litmMMt LTi7)tris(hydroxyraethyl)ainino 
methane S: Ig-^ L/t U *.°y - A<?)|^5^0T-$> I « 
[ 0 6 ] {4 5 U 4^ y - A?I-&ftc7)f fiMrt 6 0 

'ikcrim.fp'^coj^^M.^n^-tmx-h 6 . 

[07 ] {4 5Sc^'J*°y-Am^f7iscof?rR^iS=#-6 0^ 
f^(Ojffli^^7)3^fljM^S^-r0T-^i I. , 
[08 ] {4 5S<^U.-Ky-AlS-^#:cO«l*li5-^6 0^ 

[ 0 9 ] {4 5 fflcT) U ;}f y - At*^#:Otf 6 0 

[ 0 1 0 ] {4 5 acT) U *f y -A|I^*c^|?Mrtt54 6 0 

[01 1] itsmm^^v-j^m^i^mm^tk^eo 

m.c^mmm^coj^^m^9P:-tmxhi. 

[0 1 2 ] {4 SScO U t°y-AtI^#:c7)ifM W5#6 0 
[0 1 3 ] (4 5aoU 3Ky-A«^*c7)«t)iig|^a46 0 



[03] 



[S3] 3'-v'Ty7V9^' K-!J-SvH|iflKS:ie^U;tgSW}g|^i6!H^Sy#v-^W^g^0 
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[HI] 




[112] 





[051 tfclSSWt LX(r> trisOiydroxymethyl)anrinomelhane Lfc I) ^y-AC>^5S:|g 



(to) )03-22663S (P2003-0.<38 

[04] 




[13 6] BSc?y«y_Aj)(^(,M9»JI(lrtS*6 0««Ojti1i-voa.*ft 



[US] 



(tl) 303-226638 (P2003-@:38 
[09] 




lias) sao9*y-Aa^ff;«,»jBrtS*8 0««oSM*-<9»«» 



[010] 





[mi 1] 




[Hill BSif>v«y-^.»^Bmm^eo»^mmm^»ieM 



(a 2) )03-226638 (P200 3-38 





